Background: Sitting for more than 8 h a day has been shown to negatively impact health and mortality while standing is the recommended healthier alternative. Home-based standing programs are commonly recommended for adults who cannot stand and/or walk independently. The aim of this systematic review is to review effectiveness of home-based standing programs for adults with neurological conditions including stroke and spinal cord injury; and to provide dosage guidelines to address body structure and function, activity and participation outcomes. Methods: Eight electronic databases were searched, including Cochrane Library databases, MEDLINE, CINAHL and EMBASE. From 376 articles, 36 studies addressing impact of a standing intervention on adults with sub-acute or chronic neurological conditions and published between 1980 and September 2015 were included. Two reviewers independently screened titles, reviewed abstracts, evaluated full-text articles and rated quality and strength of evidence. Evidence level was rated using Oxford Centre for Evidence Based Medicine Levels and quality evaluated using a domain-based risk-of-bias rating. Outcomes were divided according to ICF components, diagnoses and dosage amounts from individual studies. GRADE and the Evidence-Alert Traffic-Lighting system were used to determine strength of recommendation and adjusted in accordance with risk-of-bias rating. Results: Stronger evidence supports the impact of home-based supported standing programs on range of motion and activity, primarily for individuals with stroke or spinal cord injury while mixed evidence supports impact on bone mineral density. Evidence for other outcomes and populations is weak or very weak. Conclusions: Standing should occur 30 min 5 times a week for a positive impact on most outcomes while 60 min daily is suggested for mental function and bone mineral density.
Background
Sitting for more than 8 h per day has been shown to increase mortality [1] while standing is a healthier alternative that can positively affect mortality in adults [2, 3] . Adults who are non-ambulatory due to neurological conditions such as stroke, spinal cord injury (SCI), acquired or traumatic brain injury or multiple sclerosis (MS) often sit for more than 8 h a day, and as a result, experience painful, problematic and costly secondary complications [4] . These include body structure and function impairments [5] such as altered muscle tone or spasticity, range of motion (ROM) limitations or contractures, muscle weakness, constipation, decreased bone mineral density (BMD) with increased risk for fractures and bone pain, as well as activity limitations and participation restrictions. These may be related to long-term sitting and lying postures in those with chronic conditions but also impact individuals in the sub-acute phase a few weeks after onset of disease or injury [6] [7] [8] [9] [10] [11] .
Supported standing devices such as standers, tilt-tables or standing wheelchairs allow the user to attain and maintain a standing or partial-standing position and commonly stabilize hips, knees and ankles through posterior heel, anterior knee and posterior hip supports and/or straps. A systematic review [12] supported the beneficial effects of standing devices on BMD, ROM, spasticity, and bowel function for participants of all ages with neurological dysfunction. A systematic review of the impact on ROM, spasticity, BMD and activity outcomes only [13] , concluded that supported standing may prevent small losses of ankle mobility and that longterm, higher dose programs may slow bone loss.
Supported standing programs have been integrated into clinical practice for over 50 years [14] [15] [16] [17] [18] [19] and yet, there are no published evidence-based guidelines defining how long or how often adults with neurological conditions need to stand to effect change in body structure and function, activity or participation outcomes. Given that standing equipment can be expensive [20] and personnel costs and time to assist with use [21] (as reported in Walter et al., [22] ) have a potentially significant impact on health economic resources; it is essential that the evidence supporting outcomes of standing programs should be established. The aim of this systematic review is to evaluate the evidence for all outcomes potentially impacted by a supported standing program in adults with chronic neurological conditions. The primary aim is to establish evidence of effectiveness, with a secondary goal being to identify evidence-based dosage recommendations for home-based programs.
Methods
The Preferred Reporting Items for Systematic Reviews and Meta-Analyses (PRISMA) [23] statement was used to structure this review. Electronic databases were searched from 1980 to September 2015 and included: EBM Reviews: Cochrane Central Register of Controlled Trials, Cochrane Database of Systematic Reviews, Database of Abstracts of Reviews of Effects (DARE), ACP Journal Club; CINAHL; Medline and EMBASE. Search terms included 'standing' , 'tilt-table' , 'standing frame' , 'standing position' , 'standing equipment' , 'stander' , 'standing wheelchair' and 'supported standing'. No limits were placed on design methodology, language or publication status in the initial search. See Additional file 1 for details.
Bibliographies of electronically retrieved studies and review articles were manually searched to identify additional publications. Both authors independently read all titles and abstracts and agreed on articles to be retrieved full text. Following independent full-text review, both agreed to studies meeting inclusion criteria. Differences of opinion were resolved at all stages through discussion and consensus without the need to involve a third reviewer.
The initial search included all primary source studies including adults aged 19 years or older, with a neurological diagnosis, participating in a supported standing intervention. A stander was defined as a device that stabilized the hips, knees and ankles. A standing intervention was defined as being positioned above 60°(from horizontal) for at least 10 min for a minimum of five sessions within a 2-week period. Studies that used additional interventions such as functional electrical stimulation or whole body vibration were excluded unless there was also a supported standing only phase in the study. Studies where participants engaged in only one or two sessions of standing in total, or that were primarily investigating physiological responses to being tilted from supine to upright in less than 10 min were excluded. Patients in the acute phase immediately following onset or injury have different considerations to those able to engage in active rehabilitation or with chronic conditions, and those populations were excluded. To meet inclusion criteria, studies needed to be published in English, in a peer-reviewed journal and provide clear information on standing dosage. Data were extracted independently by both authors, and consensus on content of tables and ratings achieved through discussion. Quality assessment of Evidence Level 1-4 studies was completed using a domain-based risk-ofbias approach [24] . Domains were rated as low, moderate, serious or unclear-risk with the lowest score used as the overall rating for individual studies (Additional file 2). Level 5 studies were not rated as most criteria were inappropriate and evidence lower quality.
Outcomes were divided into International Classification of Functioning (ICF) [5] components of body structure and function, activity and participation. To evaluate dosage, body structure and function was divided into categories. Standing balance, gait, transfers and self-care were included under activity and participation. While vestibular reactions are considered to be body structure and function, maintaining a body position such as standing is coded under activity in the ICF [5] . Quality of life was included under mental function as evidence of subjective sense of well-being. Level of evidence was rated using Oxford Centre for Evidence Based Medicine Levels [25] . Single-subject research designs are not included in this rating system but those with at least three intervention/withdrawal phases and appropriate visual analysis of data were rated at Oxford level 4. Strength of recommendation was rated using Grading of Recommendations, Assessment, Development and Evaluation working group (GRADE) guidelines [26] and the Evidence Alert Traffic-Lighting System [27] . Strong GRADE [26] recommendations lead to a Green traffic-lighting code indicating that high-quality evidence supports use of this intervention. Weak ratings lead to a Yellow traffic-lighting code indicating evidence is weak or inconclusive and that clinicians should measure outcomes. Red traffic-lighting codes indicate that strong evidence demonstrates that the intervention is ineffective.
Results
The PRISMA [23] flowchart outlining each step is shown in Fig. 1 . The electronic database search strategy identified 440 titles with an additional 72 titles identified through manual searching. Following duplicate removal, 386 titles remained and 74 titles were retrieved full text. Following full-text review, 36 articles met inclusion criteria [13, 20, 22, with 95 % initial agreement between reviewers. One systematic review [13] met inclusion criteria for population and intervention but provided no specific dosage recommendations. Although the exclusion of nonpeer reviewed literature could raise concerns about publication bias, this primarily involved additional single-case study [61, 62] or survey data [21, 63] . One group study [64] suggesting positive benefit on pulmonary function for sub-acute SCI was only available as an abstract in conference proceedings and did not provide sufficient detail for inclusion. See Additional file 3 for details of excluded studies. Table 1 lists characteristics of included primary research articles with study design, population and intervention characteristics, results and risk-of-bias [24] summary scores.
Outcomes were divided into ICF [5] components with details reported below. Quality of evidence and strength of recommendation for each outcome are reported along with suggested dosage recommendations in Table 2 .
Body structure & function outcomes

Range of motion
In one high quality randomized controlled trial [53] , standing was more effective than no treatment and as effective as night-time splinting in preventing ankle contractures in subjects with stroke. Longitudinal cohort evidence suggests that daily standing can eliminate plantar flexion contracture in adults with acquired brain injury [55] and case-study evidence also supports this outcome with the same population [52] . A small randomized trial found that adults with secondary progressive MS showed statistically significant improvement of hip and ankle ROM over the control (exercise) group [32] . Randomized control trial [33] and case-series evidence [34] support increase in ankle ROM and, in surveys, adults with SCI describe increased leg ROM [20, 22, 38] . However, standing appears less effective in changing ROM in those with long-standing contracture [45] .
Bone mineral density
This outcome has only been studied in the SCI population with descriptive evidence providing the strongest support for positive benefits, particularly for higher dose standing, started early and continued in the long-term. One cross-sectional study reported significantly higher BMD in the proximal femur and lumbar spine with highest BMD at proximal femur in those standing using long-leg braces [42] . Another [43] found that standing for more than 7 h a week slightly increased BMD, while standing for less than 7 h a week did not. Longitudinal cohort studies found that those standing daily for at least 1 h per day, had significantly higher BMD in the lower extremities after 2 years in comparison to those who did not stand [29] and that beginning weightbearing immediately following SCI, decreased expected rate of BMD loss [37] . However, this may only be effective for some individuals [41] . Randomized trial evidence found that functional electrical stimulation cycling was not better than standing at retaining BMD [40] and when one leg was used as the control, and the other leg was placed on a foam wedge, there was a slight increase in the femur BMD in the "intervention" leg [33] . The foam did not appear to be compressed and the subject's pelvis remained level, suggesting that the intervention leg was not fully loaded. However, in veterans with SCI many years after initial injury, standing did not improve BMD [45] .
Strength and spasticity
In two case-series designs, adults in a nursing home [50] and subjects with chronic SCI [39] who performed exercises in standing devices demonstrated increased strength. However, in a large randomized trial, subjects with stroke gained more strength following robotic stepping combined with functional electrical stimulation when compared to tilt-table standing alone [46] . Two additional RCT's including subjects with stroke [57, 58] also demonstrated that muscle strength increased more when task-specific training was added to a tilt-table intervention than standing alone. Impact of standing on spasticity or muscle spasms has only been studied in the SCI and MS populations. In a randomized cross-over study, standing decreased extensor spasms in adults with SCI more so than body weight support treadmill training however, the treadmill training group showed more decrease in flexor spasm [28] In a case-series, subjects with SCI stood on a tilt-table with a dorsiflexion wedge (15°), and had a decrease in plantar flexor spasticity [51] Standing decreased spasticity in subjects with chronic SCI in two single-case studies [35, 54] but in one [35] , this decrease only lasted until the next morning. Flexor spasms at the knee and ankle showed a downward trend after standing in a randomized cross-over involving six subjects with MS [32] . In one of the highest dosage studies in this review, standing did not result in change in reflexes, tone or clonus in a case-series of six subjects with long-standing SCI or MS [45] .
Skin
Increased resting skin temperature and decreased skin temperature reactivity have been linked to development of pressure sores. In subjects with SCI, a single session of standing resulted in temperature decreases at two sites as well as altered reactivity of skin temperature at all sites except the right calf [36] . Surveys of adults with SCI suggest that supported standing may help decrease incidence of pressure ulcers [20, 22, 38] .
Cardio-respiratory function
A stander that enabled patients with SCI to move their trunks and perform supported exercises while standing, resulted in a positive increase in heart rate [39] . Two surveys of adults with chronic SCI who used standing devices regularly reported improved circulation and decreased edema [20, 38] . Negative side effects such as orthostatic hypotension may be problematic and may be alleviated by addition of functional electrical stimulation or stepping in the sub-acute stroke population [46] . Robotic stepping has also been shown to alleviate orthostatic hypotension in minimally conscious subjects following acquired brain injury [60] .
Mental function and pain
A follow-up interview of adults with chronic SCI or MS, showed that 67 % continued to stand and felt healthier Walter [22] Infections decreased and ability to empty bladder increased because of it. This suggests a positive psychological impact [45] despite lack of evidence for impact on other functions. Surveys of adults with chronic SCI also reported an increase in subjective sense of well-being or quality of life [20, 22, 38] . However, adults with SCI who participated in body weight support treadmill training reported more improvement in quality of life than those who used a standing frame [28] and a study of adults with severe stroke did not measure improvement on the Hospital Depression and Anxiety Scale [31] . Richardson [52] reported decreased pain following a standing program in an adult with traumatic brain injury. Adults with SCI also reported some reduction in pain following supported standing [20, 38] .
Bladder and bowel function
Residents of a nursing home with a variety of neurological diagnoses who stood and exercised regularly in a standing box, showed statistically significant improvement in their anal wink reflex [50] . Other evidence for impact of standing on bowel and bladder function has only been studied with the SCI population. A randomized trial [59] found no change in objective measures of bowel function although 8/17 participants reported improvement. Survey and single case study evidence suggests that use of a standing device can improve bowel function [20, 22, 44, 54] and Dunn [38] found a correlation between this outcome and use of a standing device daily, for more than 30 min per bout. Survey data also suggests improved bladder function and decreased incidence of urinary tract infections [20, 22, 38] , however, no correlation was found between number of infections and higher dosage of standing [38] .
Activity and participation outcomes
A positive trend for gross motor function, trunk control and significant improvement in balance for individuals with stroke was found following standing intervention [30] . Yet a similar study, also with a sub-acute stroke population, did not show this benefit [31] . Two randomized trials in individuals with sub-acute stroke [57, 58] suggest that adding task-specific training to tilt-table standing is more beneficial in improving gait and functional activities than supported standing alone. Two randomized trials [47, 56] and a single case study [48] found that adding biofeedback to a standing program made a significant difference in static standing balance in adults with stroke or traumatic brain injury. A mixed population study [50] found statistically significantly improved reach and ability to stand and walk, as well as a trend towards improved transfers. Survey evidence supports impact of standing devices on self-care [20] , ability to carry out daily living activities, gain and maintain employment as well as promotion of 'freedom and independence' [38] for those with chronic SCI. Standing reportedly made transfers easier for a subject with chronic SCI, but the benefits only lasted until the next morning [35] . Body weight support treadmill training may have more impact on mobility level than supported standing alone for the SCI population [28] .
Discussion
Moderate to high quality evidence supports the positive impact of standing on ROM and activity for adults with neurological conditions. The strongest evidence, resulting from level II moderate or high quality studies, supports impact on ROM for adults with stroke and SCI. Strong evidence from a high quality randomized study, and other lower quality studies, also support the benefit of supported standing on activity outcomes such as standing symmetry and ability to maintain a stable standing position for the sub-acute and chronic stroke population. Strong evidence also supports the addition of task-specific training to tilt-table standing for improvement in gait, functional activity and muscle strength in the sub-acute stroke population. Evidence supporting impact on ROM for the subacute SCI population is supported by moderate quality level II evidence as well as lower quality studies. However, evidence supporting impact on activity outcomes such as activities of daily living, independence and transfers is merely supported by case study or survey evidence. One study including those with long-standing SCI or MS [45] stands out because there were no changes in spasticity, ROM or BMD, perhaps due to the chronic nature of these factors in participants.
Evidence for impact on BMD is somewhat mixed with descriptive evidence mainly suggesting benefits for early initiation of higher-dose standing programs. There is conflicting evidence however, with one longitudinal study suggesting benefits for only some participants [41] . A weakness in all studies investigating BMD was lack of established load and may explain the varied results. Another consideration is that using a tray to support the arms may decrease ground reaction force by up to 10 % [65] . From included studies, 60 min 5-6 times a week may be a high enough dose to have a beneficial impact on BMD, while 30 min 3-6 times a week was not.
Low evidence level intervention studies support improvements in muscle strength and spasticity/tone. Adult user input and expert opinion support impact on mental function, pain and sensory, cardiopulmonary and respiratory, bowel, urinary, and skin function. Older studies suggest that standing can increase bladder pressure [66] and decrease residual volume [17] possibly improving bladder emptying. Improvements in kidney drainage [67] and reduction in renal calculi [68] suggest a possible link between standing and bone loss. While very weak quality evidence [36] suggests a positive effect on skin function, supported standing has been shown to off-load and unweight the ischial tuberosities [69] .
Contradictory evidence was found regarding impact on cardio-respiratory function with orthostatic hypotension being a problem for those with SCI [70] . Frequent bouts of shorter duration appear to increase tolerance over time [71] . The addition of functional electrical stimulation [72] [73] [74] [75] , and/or passive reciprocal stepping/cycling [60, [76] [77] [78] to a standing device can ameliorate decreases in blood pressure, hypotension, autonomic dysreflexia and even mirror cardiopulmonary responses seen in active exercise [39] . A number of higher-level intervention designs were identified, addressing activity, spasticity and muscle tone, strength, BMD and ROM outcomes. Eight level II studies [30, 31, 46, 47, 53, [56] [57] [58] included a sub-acute stroke population, but only positive impact on ROM and activity was demonstrated for supported standing alone. Only one of these can be considered a high quality study [53] . No group study addressed use of standing in a chronic stroke population. Two level II studies [33, 40] included a sub-acute SCI population, and two additional level II studies [28, 36] included a chronic SCI population but there were bias concerns and risks and none was considered high quality. The remaining level II study [32] was moderate quality but only included 6 individuals with chronic MS.
Only two other systematic reviews on use of passive standing were identified in the search [12, 13] . Glickman et al. [12] included pediatric and adult subjects and, although lacking a quality rating, found adequate evidence to support positive effect on BMD, ROM, spasticity and bowel function. Newman and Barker [13] focused on higher-level intervention designs and did not include mental, cardiorespiratory, urinary, digestive/bowel, muscle strength or skin function. They concluded that weak evidence supported the effectiveness of higher dose standing on BMD and minimal ROM gains. They used the same type of riskof-bias rating but rated one study [33] high quality whereas potential for performance bias merits down-rating. Detection bias was identified in another study [51] .
This review was limited by the complexities of the electronic search. Terms such as stander or standing generate a high number of citations that are difficult to narrow down. Studies published in other languages or grey literature may have been missed. This review covered a long period of time (over 30 years) where reporting standards have changed, and some studies lacked detail about the intervention making it challenging to compare studies. Unfortunately, the bulk of studies identified achieved low-quality ratings and also included low numbers of participants resulting in low strength of recommendation. The low evidence level and disparate populations limited ability to combine results and to draw strong conclusions.
However, this review does help to establish the current evidence level, adds strength of recommendation and identifies dosage guidelines for different populations and specific ICF components. The strongest evidence supports impact on ROM and activity with SCI and stroke populations. Low evidence level studies support improvements in BMD, strength and spasticity. Adult user input and expert opinion support improvements in mental, pain and sensory, cardiopulmonary and respiratory, bowel, urinary, and skin function. Overall little information on dosage was provided, the majority of articles lacked specifics about how the standing program was implemented and no study measured actual weight bearing or muscle activity. Future research studies may benefit from use of the TIDieR checklist [79] to ensure better reporting of intervention detail, making it easier to compare results across studies.
While additional high-quality research studies would be beneficial for all outcomes, the need is particularly high for the majority of body structure and function outcomes, in particular BMD, cardio-respiratory, pain, skin, bowel and bladder function. The largest number of high-level studies was completed with sub-acute stroke patients and yet evidence for effectiveness for most outcomes is limited. Further high-level and longer-term research is warranted with this population in particular. Although there has been an extensive amount of crosssectional and observational research conducted with the sub-acute and chronic SCI population, stronger intervention research is also warranted.
There was a notable disconnect between the qualitative and quantitative data identified in this review. In one study, no change was found on the objective measures, while a significant proportion of subjects reported an improvement in bowel function [59] . While some studies may not have used a high enough dosage of standing [41] , others may have used outcome measures that were not sensitive or appropriate [59] . The evidence and quality rating used in this systematic review weighs the quantitative evidence over the qualitative, but we would be remiss to ignore subjects who consistently report that standing results in psychological, bowel and circulatory benefits that have not yet been measured by researchers. This suggests that clinicians should consult their patients about desired goals and monitor that these results are being achieved through use of qualitative, subjective or self-report in addition to objective assessments.
Future research studies should explore optimal angle of standing, possible benefits of abduction and type of stander. For adults who are dependent for transfers, standing programs require considerable time and resource commitment. Lack of attendant help has been cited as a reason for discontinuing standing [45] . Use of standing devices that facilitate transfers, are powered or built into wheelchairs may facilitate use. Many adults reported using standers in multiple short bouts (10-15 min) yet there were no quantitative studies that used this dosage parameter.
Conclusion
Stronger evidence underpins the impact of supported standing programs on ROM and activity for stroke and SCI populations with mixed evidence supporting impact on BMD. Evidence for other outcomes is weak or very weak. Dosage data suggests that use of a standing device should occur for 30 min 5 times a week for positive impact on most outcomes such as self-care and standing balance, ROM, cardio-respiratory, strength, spasticity, pain, skin and bladder and bowel function while 60 min 4-6 times a week may be required for positive impact on BMD and mental function. While therapists can recommend with some confidence the use of a supported standing intervention to impact on ROM and activity outcomes, the evidence is less certain for other outcomes. Outcomes should be measured to ensure effectiveness for individual clients. Competing interests Author 1 has worked as an educational consultant for various manufacturers and suppliers of standing devices. Funding from these sources did not influence or bias the content of this work. Author 2 declares no conflict of interest.
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